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DETAILED ACTION 

This Final Office Action is a reply to the Paper filed 10 December 2007 in response to 
the Non-fmal Office Action mailed 8 August 2007. Claims 21, 22, 28, 29, and 36-39 were 
considered in the 8 August Office Action. Claims 21, 22, 28, 29, and 36-39 were amended in the 
10 December Paper. Claims 21, 22, 28, 29 and 36-39 are pending and under consideration. 

Response to Amendment and Arguments 

Support for Claim Amendments 

It is noted that, in addition to the passages cited in Applicant's remarks, support for the 
method "consisting of administering NB-DNJ can be found in Example 3, paragraphs 131-138 
of the originally filed specification. 

Claim Rejections - 35 USC § 1 12 

Rejection of claims 22, 29 and 39 under 35 U.S.C. 1 12, second paragraph, as being 
indefinite is withdrawn in view of the claim amendments. 

Claim Rejections - 35 USC § 102 

Rejection of claims 21, 22, 28, 29, 36 and 37-39 under 35 U.S.C. 102(e) as being 
anticipated by Meeker et al. U.S. Pub. No. 2002/0095135 is withdrawn in view of the 
amendment of the claims to require that method "consists of administering NB-DNJ or NB- 
DGJ. 
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Rejection of claims 21, 28 and 36-38 rejected under 35 U.S.C. 102(b) as being 
anticipated by Dwek et al. WO 00/62779 (made of record in the IDS filed 15 January 2004) is 
withdrawn in view of the amendment of the claims to require that method "consists of 
administering NB-DNJ or NB-DGJ. Dwek et al. does not explicitly teach a method consisting of 
administering NB-DNJ. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained ihough the eiuion is not ideniieally diselosed or described as set forth in 
section 102 of this title, if the dilt'crences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 21, 28 and 36-38 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Dwek et al. WO 00/62779 (made of record in the IDS filed 15 January 2004). 

Dwek et al. contemplates treating patients having mucopolysaccharidosis disease by 
administering the imino sugar inhibitors of glucosylceramide synthase N-butyldeoxjmojirimycin 
andN-butyldeoxygalactonojirimycin. (See especially, the abstract; page 4, lines 13 and 20-21; 
page 7, lines 11-19; and the paragraph bridging pages 10-11.) Dwek et al. does not explicitly 
teach that the method might consist of administering the glucosylceramide synthase. However, 
on page 6, Dwek et al. contemplates a product comprising an inhibitor of glycolipid sjoithesis 
and an agent a capable of increasing the rate of glycolipid degradation, wherein the components 
can be used separately in the treatment of a disorder which has at least one component based on 
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glycolipid storage. (Page 6, lines 16-17.) Dwek goes on to state, "[I]t is envisaged that NB-DNJ 
(or any other inhibitor of glycolipid synthesis) can be administered to a patient with a glycolipid 
storage disease in order to maintain low levels of glycolipids. If the dosage of NB-DNJ is 
incorrect for any reason, an agent for increasing the rate of glycolipid degradation can be 
administered to restore the low levels of glycolipids." 

In view of this teaching, it would have been obvious to one of ordinary skill in the art at 
the time the instant invention was made to practice the method of treating patients having 
mucopolysaccharidosis disease by administering NB-DNJ or NB-DGJ as contemplated by Dwek 
et al, wherein the method consists of administering only said a NB-DNJ or NB-DGJ. Although 
Dwek et al. contemplates combination therapies, Dwek et al. also teaches that small molecule 
inhibitors such as NB-DNJ can be administered independent of other agents and that agents for 
increasing the rate of glycolipid degradation are administered only if the dosage of NB-DNJ is 
incorrect. Given these teachings, it would have been obvious to one of ordinary skill in the art at 
the time the invention was made that, if the dosage of NB-DNJ is not incorrect, the method 
would consist of administering only NB-DNJ or any other inhibitor of glycolipid synthesis. 
Absent evidence to the contrary, one would have a reasonable expectation of success in 
practicing the method consisting of administering NB-DNJ or NB-DGJ because Dwek et al. 
demonstrates that substrate deprivation by NB-DNJ alone is capable of extending the life-span of 
a mouse model of glycolipid storage disease. (See especially Example 2 and Figure 1 .) 
Therefore, one would reasonably expect that the administration of inhibitors of glucosylceramide 
synthase would result in the outcomes recited in the instant claims. 
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In view of the foregoing, the invention of independent claims 21, 28 and 36-38, as a 
whole, would have been obvious to one of ordinary skill in the art at the time the invention was 
made. Therefore, the claims are properly rejected under 35 USC § 103(a) as obvious over Dwek 
etal. 

Claims 22, 29, and 39 stand rejected under 35 U.S.C. 103(a) as being unpatentable over 
Dwek et al. {supra), as applied to claims 21, 28 and 38 above, fiirther in view of Danos et al. 
(1995) Mol. Cell Biol. Hum. Dw. 5:530-567. This rejection is rewritten herein to account for then 
new limitation of the method to "consisting of administering NB-DNJ or NB-DGJ 

As described above, Dwek et al. teaches a method of treating mucopolysaccharidosis that 
renders obvious the method of the instant claims 21, 28 and 38 as a whole. Dwek et al. does not 
specifically identify the MPS conditions recited in claims 22, 29 and 39. 

Table 17.1 of Danos et al. shows that the various conditions recited in claims 22, 29 and 
39 were recognized in the art as forms of mucopolysaccharidoses at the time that Dwek et al. was 
published. It would have been obvious to one of ordinary skill in the art at the time the invention 
was made to treat any of the art recognized forms of mucopolysaccharidosis, such as those taught 
by Danos et al., according to the teachings of Dwek et al. One would be motivated to treat any 
and all known forms of mucopolysaccharidosis disease as contemplated by Dwek et al, 
including those conditions taught by Danos et al., in order to obtain the expected benefit of 
therapy. 

Absent evidence to the contrary, one would have a reasonable expectation of success in 
practicing the method consisting of administering NB-DNJ or NB-DGJ because Dwek et al. 
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demonstrates that substrate deprivation by NB-DNJ alone is capable of extending the life-span of 
a mouse model of glycolipid storage disease. (See especially Example 2 and Figure 1 .) 
Therefore, one would reasonably expect that the administration of inhibitors of glucosylceramide 
synthase as contemplated by Dwek et al. would result in the outcomes recited in the instant 
claims. 

In view of the foregoing, the claimed invention, as a whole, would have been obvious to 
one of ordinary skill in the art at the time the invention was made. Therefore, the claims are 
properly rejected under 35 USC § 103(a). 

Response to Arguments 

In response to the prima facie rejection of record. Applicant contends that the art fails to 
teach a method "consisting of administering only an imino sugar inhibitor of glucosylceramide 
synthase. In particular, Applicant submits that Dwek et al. contemplates only combination 
therapy and that each aspect of the invention described by Dwek et al. requires combination 
therapy. 

This argument has been fully considered but is not deemed persuasive. As described 
above, the fourth aspect of the method taught by Dwek et al., described on page 6, teaches that 
the inhibitor of glycolipid synthesis and the agent capable of increasing the rate of glycolipid 
degradation can be administered separately and that the agent for increasing degradation is 
administered only if the dosage of NB-DNJ (or any other inhibitor of glycolipid synthesis) is 
incorrect. In view of this teaching alone, it would have been obvious to the skilled artisan that, if 
the dosage of the inhibitor of glycolipid synthesis is not incorrect, the method will consist of 
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administering only the synthesis inhibitor. Therefore, a method consisting of administering only 
NB-DNJ or NB-DGJ would have been obvious to one of ordinary skill in the art in view of the 
teachings of Dwek et al. alone. The teachings of Danos et al. are relied upon only to demonstrate 
that the various conditions recited in the claims were known to one of ordinary skill in the art at 
the time of invention. 



Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Daniel M. Sullivan whose telephone number is 571-272-0779. 
The examiner can normally be reached on Monday through Friday 6:30-3:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach, Ph.D. can be reached on 571-272-0739. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Daniel M Sullivan/ 

Primary Examiner, Art Unit 1636 



